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DATE:

TO:
COMPANY:
FAX #:

MESSAGE:

FROM:
TITLE:
PHONE #:
FAX #:

. Food and Drug Administration
" Rockville MD 20857

-/g C" DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Division of Dermatologic and Dental Drug Products
Office of Drug Evaluation V ’
Center for Drug Evaluation and Research
Food and Drug Administration
9201 Corporate Boulevard, HFD-540

Rockville, MD 20850
FACSIMILE TRANSMISSION
November 27, 2000 Number of Pages (including 'cover sheet) - 11

Alicia Cabrelli, Regulatory Analyst
Dermik Laboratories, Inc. -
484-595-2785 ' - -

Please find attached to this facsimile transmission, a copy of the Action Letter for
NDA 50-769, Benzamycin Pak (erythromycin 3%-benzoy! peroxide 5% topical gel).

Thank you.

Frank H. Cross, Jr., M.A,, CDR

Senior Regulatory Management Officer
301-827-2063

301-827-2075/2091

-—r

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM ITdS ADDRESSED AND MAY CONTAIN INFORMATION THAT
IS PRIVILEGED. CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person
authorized to deliver the document to the addressee, you are hereby notified that any review, disclosure, dissemination, copying, or other action based on the

content nf thjs communication is not authorized. If you have received this document in efror, please immediately notify us by telephone. -
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Item 13 -Patent/Exclusivity Information

expiration date of each:

1) Active Ingredient(s): o erythromycin/benzoyl peroxide
2) Strength(s): 3% erythromycin/5% benzoyl peroxide
3) Trademark: Benzamycin®—— -
Dosage Form (Route of topical gel
Administration):
.5) Application Firm Name: Dermik Laboratories, Inc.
6) IND Number: 12,193
7) NDA Number: 50-769
8) Approval Date: N/A : T
9) Exclusivity - date first ANDA-- - Pursuant to Section; SOS(C)(B)(D), 505(j)(4)(D)
could be submitted or approved or 527(a) of the Federal Food, Drug and
andlength of exclusivity period: Cosmetic Act, no ANDA may be approved
: ‘ o with an effective date which is prior to 3 years
after the date of approval of this application.
: L '
10) Applicable patent numbers and US. Paterit No. 4,497,794, expires June 7, 2000;

U.S. Patent No. 4,692,329, expires June 7, 2000;
US. Patent No. 4,387,107, expires June 7, 2000.

application meets the definition of "new clinical investigation" set forth in 21 CFR

314.108(2).

A list of all published studies or publicly available reports of clinical investigations
known to the applicant ttrough a literature search that are relevant to the conditions for
which we are seeking approval is attached. We have thoroughly searched the scientific
literature and, to the best of our knowledge, the list is complete and accurate and, in our
opinion, such published studies or publicly available reports do not provide a sufficient
basis for the approval of the conditions for which we are seeking approval without
reference to the new clinical investigation(s) in the application. The reasons that these
studies or reports are insufficient are presented in the attachment as well. -

1-1-12
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~ composition, and/or method of use of Applicant’s Benzamycin®

Item 13. Patent In.forniation"

1) Patent number | uUsS. Pafeﬁf No. 4;8% i
2) Date of expiration ’ _ June?7,2000 |

3) Type of patent drug product

4) Name of patent owner Dermik Laboratories, Inc. -
5) U.S. representative Dermik Laboratories, Inc.

The undersigned declares that Patent No. 4,387,107 covers the formulation,

(erythromycin/benzoyl peroxide) product. This product is the subject of this
application for which approval is being sought.

Signed:

Name: .

Title: ~  Assistant General Counsel, | _
Director, US Patent & Trademark Dept.
Rhéne-Poulenc Rorer Pharmateuticals Iric.

APPEARS THIS WAY o
~ ONORIGINAL

Date: 2/23/99
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1)

2)
3)
g
5)

Itén'; 13. Patent Information

Patent number

Date of expiration
Type of patent

Name of patenf owner

US. fepresentaﬁve

US. Patent No. 4,497,794

June 7, 2000

drug product

Dermik Laboratories, Inc.
Dermik Laboratories, Inc.

The undersigned declares that Patent No. 4,497,794 covers the formu'ation,
composition, and/or method of use of Applicant’s Benzamycin® ————
(erythromycin/benzoyl peroxide) product. This product is the sub)ect of this .
application for which approval is bemg sought.

Signed:
Name:

~ Title: ’ Ass1stant General Counsel,
Director, US Patent & Trademarli Dept.
Rhéne-Poulenc Rorer Pharmaceuticals Inc.

APPEARS
oN THIS wa

ORIP‘NAL

. Date: 2/23/99
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Item 13. Patent Information

1) Patentnumber - US. Patent No. 4,692,329
2) Date of -expiration : June 7, 2000

3) Typeof pafent - | drug product

4) N ame of patent owner Dermik Laboratories, Inc.
5) US.representative: Dermik Laboratories, Inc.

The undersigned declares that Patent No. 4,692,329 covers the formulation,
composition, and/or method of use of Applicant’s Benzamycin® ————
(erythromycin/benzoyl peroxide) product. This product is the subject of this
application for which approval is being sought.

Signed: / /// ' Date: 2/23/99 i

—_ Name: Oehler _
‘ Title: - Assxstant General Counsel, —
- Director, US Patent & Trademark Dept.
Rhone-Poulenc Rorer Pharmaf:guﬁcals Inc.

1-1-15
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Trade Name: Benzamycin-Pak Generic Name: (erythromycin 3% - benzoyl perox1de 5%

~ topical gel)

Applicant Name: Dermik Laboratories, Inc.

Approval Date / /zzl 00 —

PART™ I: IS AN EXCLUSIVITY DETERMINATION NEEDED?

1.

An exclusivity determination will be made for all original applications, but only for ce&ain

supplements. Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to one

- or more of the following question about the submission.

» a) Is it an original NDA?

YES / X/ NO/_/
b) Is it an effectiveness supplement?
- YES /_/ NO/X/
¢) Did it require the review of clinical data other than to support a safety claim or change in
labelmg related to safety? (Ifit requxrcd revxew only of bioavailability or bxoequxvalence data, .
answer "no.")

YES/ X/ NO/__/

If your answer is "no" because you believe the study is a bioavailability study and, therefore,

- not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your reasons

for disagreeing with any arguments made by the applicant that the study was not simply a
bioavailability study.

If it is a supplement requiring the review of clinical data but it is not an effectiveness
supplement, describe the change or claim that is supported by the clinical data:

d) Did the applicant request exclusivity?

- YES/ / NO/ X/

e) Has pediatric e;cclusivity been gxantcd for this Active Moiety? No

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO
THE SIGNATURE BLOCKS ON PAGE 8.

2. Has a product thh the same active ingredient(s), dosage form, strength, route of admmxsuatxon and

dosing schedule, previously been approved by FDA for the same use? (Rx to OTC switches should be
answered NO - please indicate as such)

YES/ X/  NO/_/

NDA 50-557, Berizamycin Topical Gel —

- s A e i o L e — s e e e ———



Benzamycin Pak (erythromycin 3% and benzoyl peroxide 5%) Gel
Exclusivity Checklist
Page 2

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE
BLOCKS ON PAGE 8. -

3. Is this drug product or indication a DESI upgrade?
YES/_/ NO/XJ .

IF THE ANSWER TO QUESTION 3 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS
ON PAGE 8 (even'if a study was required for the upgrade).

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

(Answer either #1 or #2 as appropriate)

Has FDA previously approved under section 505 of the Act any drug product containing the same
active moiety as the drug under consideration? Answer "yes" if the active moiety (including other
-esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen or
coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) has
not been approved. Answer "no" if the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce an already approved active moiety.

YES/_/ NO/ X/

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously
approved an application under section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one never-before-approved active moiety and one
previously approved active moiety, answer "yes." (An active moiety that is marketed under an OTC

- monograph, but that was never approved under an NDA, is considered not previously aoproved )
1

YES /_x‘/ NO/_/

L -

NDA 50-557, Benzamycin (erythromycin-benzoyl peroxide topical gel)

IF THE ANSWER-TO QUESTION 1 OR. 2 UNDER PART II IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. IF "YES" GO TO PART III.

e - ymm— - ey - = tmen W o wt e -- -



Benzamycin Pak (erythromycm 3% and benzoy! peroxxde 5%) Gel
Exclusivity Checklist

Page 3
PART 11l THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new
. clinical investigations (other than bioavailability studies) essential to the app->val of the application
and conducted or sponsored by the applicant.” This section should be completed only if the answer to -
: PART II, Question 1 or 2 was "yes."

1. Does the application contain reports of clinical investigations? (The Agency interprets "clinical .
investigations" to mean investigations conducted on humans other than bioavailability studies.) If the
_application contains clinical investigations only by virtue of a right of reference to clinical -
investigations in another application, answer "yes," then skip to question 3(a). If the answer to 3(a) is
"yes" for any investigation referred to in another application, do not complete remainder of summary

for that investigation.

- | YES / X/ NO/__/-
IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval" if the Agency could not have approved the
application or supplement without relying on that investigation. Thus, the investigation is not essential
to the approval if 1) no clinical investigation is necessary to support the supplement or application in
light of previously approved applications (i.e., information other than. clinical trials, such as .
bioavailability data, would be sufficient to prov1de a basis for approval as an ANDA or 505(b)(2)
application because of what is already known about a previously approved product), or 2) there are
published reports of studies (other than those conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient to support approval of the application,
without reference to the clinical investigation submitted in.the application.

(2) In light of previously approved applications, is 2 dlinical investigation (either conducted by
the applicant or available from some other source, including the pubhshed hterature) necessary
to support approval of the application or supplement? -

YES/ X/ NO/__/ ~

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval AND
GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

(b) Did the apphcant subxmt a list of published studies relevant to the safety and effectiveness
of this drug product and a statement that the publicly available data would not independently
support approval of the apphcatlon"'

. YES /.X_/ NO+_/




Benzamycin Pak (erythromycin 3% and berizbyl peroxide 5%) Gel
Exclusivity Checklist

Page 4

(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree with
the applicant's conclusion? If not applicable, answer NO. .

VES/__/ - NO/ X/

(2) If the answer to 2(b) is "no," are you awﬁrq of pt_iblished studfes not conducted or

. sponsored by the applicant or other publicly available data that could independently
- demonstrate the safety and effectiveness of this drug product?

YES/__/ NO/X./

(¢) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations

submitted in the application that are essential to the approval:

Investigation #1, Study # DI-6026-9709
Investigation #2, Study # DL-6026-9723

Studies comparing two products with the same ingredient(s) are consxdered to be bxoavaxlabxhty studies

_ for the purpose of thls section.

3. In addition to bemg essential, investigations must be "new" to support exclusivity. The agency
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does

not duplicate the results of another investigation that was relied on by the agency to demonstrate thé

effectiveness of a previously approved drug product, i.e., does not redemonstrate something the agency
considers to have been demonstrated in an already approved apphcatlon

‘-6

. a) For each investigation identified as "essential to- the approval,” has the investigation been

relied on by the agency to demonstrate the effectiveness of a previously approved drug product?
(If the lnvestlgatlon was relied on only to support the safety of a previously approved drug,
answer "no.")

Investigation #1, m#_m,_fquﬁ_m . YES/ [/ NO/X
Investigation #2;'Study # DL-6026-9723 YES/ _/ NO/X.

b) For each investigation identified as "essential to the approval"”, does the investigation
duplicate the results of anotheér investigation that was relied on by the agency to support the
effectiveness of a previously approved drug product"

Investigation # l, Study # DL-6026-9709 YES/__/ NO/X/
Investigation #2, Study # DI-6026-9723 YES/__/ - NO/ X/

<) If the Mem to 3(a) and 3(b) are no, identify each "new" investigation in the application -

or supplement that is essential to the approval (i.., the investigations listed in #2(c), less any
that are not "new"):
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Benzamycin Pak (erythromycin 3% and benzoy! peroxide 5%) Gel

Exclusivity Checklist
Fage 5

Investigation #1, Sudy # DL-6026-9709
Investigation #2, Study # DL-6026-9723

4. To be eligible for exclusivity, a new investigation that is esseritial to approval must also have been
conducted or sponsored by the applicant. . An investigation was "conducted or sponsored by" the
- applicant if, before or during the conduct of the investigation, I) the applicant was the sponsor of the
IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor in
interest) provided substantial support for the study. Ordinarily,

50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investi gation was carried

YES/ X/ NO
YES/ X/ NO/_/

/_1

substantial support will mean providing

out under an IND, was the applicant identified on the FDA 1571 .as the sponsor?

Investigatior

Investigation

’

(b) For each investigation not carried out under an IND or for which the applicant was not
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in

interest provided substantial support for the study?

Yes

¢) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that the-
zpplicant should not be credited with having "conducted or sponsored"” the study? (Purchased
studies may not be used as the basis for exclusivity. However, if all rights to the drug are
purchased (not just studies on the drug), the applicant may be considered to have sponsored or

YES/ X_/
YES/ X_/

conducted the studies sponsored or conducted by its;predecessor in interest.)

ol

/I '/ﬁ A § -
7o/ t

Signzttuxe ot DDDDP Division Director

cc: Original NDA 50-769 --HFD-540 Division Files

YES/

/

l% é»{ﬂ
ate

1lz3o o

Date

NO/ X_/

NO/ '/
NO/_/

HFD-90 Mary Ann Holovac



1.8 Item 19A: Pediatric Use

Benzamycir, ———=—— rythromycin 3% and benzoy! peroxide 5% gel) was studied
under the Benzamycin IND in male and female pediatric patiemﬁ greater than twelve
years of age. Data on this population is presented in the application. The studies

conducted are consistent with the demographics of the disease population.

. - APPEARS THIS WAY | -
| ON ORIGINAL
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#DA Links Tracking Links Check Lists Searches Reports Help.‘

PEDIATRIC PAGE (Complete for all original application and all efficacy supplements) View Word Document

NDA Number: 050769 Trade Name: BENZAMYCIN- <

Supplement Type: N Dosage Form:—-

Regulatory Action: OP COMIS lndlcatlon TOPICAL TREATMENT OF ACNE VULGARIS

Action Date: 1127/00

Indication®#1 - Acne wulgaris. . X o

Label Adequacy: Adequate for SOME pediatric age groups

o ation NEW FORMULATION developed with this submission

Comments (if any): @)

M

Lower Range  Upper Range Status Date

0 years 11 years Waived 11/27/00
Comments: Acne is not prevalent in the population from birth
through 11 years, and this product would not represent a
substantive therapeutic benefit as an acne therapy for that
population.

12 years 17 years Deferred 11127100
Comments: There are sufficient data to determine efficacy
and safety down to and including age 12 years.

' 18 years Adult - Completed 11727700
Comments: N/A

page was Hited on,11/27/00 | |
/Sf ///=—7Z/¢

. JENOZYL PEROXIDE 5%
Supplement Number: _00_0 Generic Name:  BENOZYL PEROXIDE S%/ERYTHROMYCIN 3%

Date

Slgnature —_—

. S/ - 'l]’n( -

PEARS, THIS WAY
B Ry o DRIGINAL

Partial waiver for pediatric acne studies for the age group from birth through 11 years of age, under 21 CFR 314.55(c)

g e e = e ey

f e e =
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1.6 Item 16: Debarment Certification

In accordance with Section 306(k)(1) of the Federal Food Drug and Cosmetic Act, we

hereby certify that, in connection with this NDA 50-769- for Benzamycin -
(erythromycin 3% and benzoyl peroxide 5% gel), Dermik Laboratories, Inc. did not and -
will not use in any capacity the services of any person debarred under the Mandatory

Debarment provisions [Section 306(a)] or the Permissive Debarment provisions [Section

306(b)] of the Federal Food Drug and Cosmetic Act in connection with this application.

b
1 ]
\

¥3

APPEARS THIS WAY
ON ORIGINAL

1-1-16



DEPARTMENT OF HEALTH AND HUMAN
SERVICES
PUBLIC HEALTH SERVICE

Form Approved: OMB No. 09100297
Expiration Date:  04-30-0}

_ FOOD AND DPRUG ADMINISTRATION

1. APPLICANT'S NAME AND ADDRESS

_ USER FEE COVER SHEET
See Imtrucnons on Reverse S'xde Before Competing This Form \
" PRODUCT NAME
Benzamycin® : \(ﬂylhmmycin and benzoy! peroxide)

Dermik Laboratories
500 Arcola Road )
Collegeville, PA 19426-0107

4. DOES THIS APPUCATION REQUIRE CLINICAL DATA FOR APPROVAL?
IF YOUR RESPONSE IS “NO™ AND THIS IS FOR A SUPPLEMENT, §TOP

HERE AND SIGN THIS FORM. YES

IF RESPONSE IS ‘YES", CHECK THE APPROPRIATE RESPONSE BELOW:

X THE REQUIRED CLINICAL DATA ARE CONTAINED IN THE
APPLICATION.

[0 THE REQUIRED CLINICAL DATA ARE SUBMTTTED BY
REFERENCE TO.

2. TELEPHONE NUMBER (/nclude Area Code)
(610)454-3026

(APFLICATION NO.CONTAINING THE DATA).

3._USER FEE 1.D. NUMBER

6. LICENSE NUMBER / NDA NUMBER
NO050769

7. IS THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE APPUCABLE EXCLUSION.

O ALARGE VOLUME PARENTERAL DRUG PRODUCT
APPROVED UNDER SECTION $03 OF THE FEDERAL
FOOD, DRUG, AND COSMETIC ACT BEFORE 9/1/92
(Sclf Explanatory)

O TH'E APPLICATION QUALIFIES FOR THE ORPHAN

EXCEPTION UNDER SECTION 736(aX1)XE) of the Federal

‘Food, Drug, and Cosmetic Act
(See ttem 7, reverse side before checking box.)

O A 505(bX2) APPLICATION THAT DOES NOT REQUIRE A FEE
(Ses item 7, reverse side before chechng box.)

[0 THE APPLICATION IS A PEDIATRIC SUPPLEMENT THAT .
QUALIFTES FOR THE EXCEPTION UNDER SECTION T36(a)(1XF) of
the Federal Food, Drug, and Cosmetic Act
(See ttem 7, reverse side bcfou chu:bng box.)

e D THE APPLICA‘HON IS SUBMITTED BY A STATE OR FEDERAL
GOVERNMENT ENTITY FOR A DRUG THAT lS NOT DISTRIBUTED

COMMERCIALLY
(Self Explanatory)

FOR BIOLOGICAL PRODUCTS ONLY

— [0 WHOLE BLOOD OR BLOOD COMPONENT FOR
TRANSFUSION

a

J A CRUDE ALLERGENIC EXTRACT PRODUCT

O AN“IN VITRO” DIAGNOSTIC BIOLOGICAL PRODUCT
LICENSED CNDER SECTION 351 OF THE PHS ACT

AN APPLICATION FOR A BIOLOGICAL PRODUCT
FOR FURTHER MANUFACTURING USE ONLY
. L

0 BOVINE BLOOD PRODUCT FOR TOPICAL 2
APPLICATION LICENSED BEFORE 9/1/92

O vEs X NO

8. HAS A WAIVER OF AN APPLICATION FEE PEEN GRANTED FOR TEIS APPLICATION?
(See reverse side if answered YES)

A completed form mus: be sIgned and accompany each new drug or biologic product application and each new
supplement. If payment is sent by U. S. mail or courier, please include a copy o] this campleled  form with payment.

- '200 Independence Avenue, S.W.

[ SIGNATURE OF AUTH:

Public reporting burden for this collection of information is estimated to average 30 minutes per response, mcludmg the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of
information. Send comments regardmg this burden esumate or any other aspect of this collection of infurmation, including suggestions for reducing
this burden to:

A agency may not conduct or sponsor, and & person is not
rexuired 1o respond to, & collection of information unless it
displays a currently valid OMB control number. -

- DHHS, Reports Clearance Officer.
Paperwork Reduction Project (0910-0297) -
Hubert H. Humphrey Building, Room $31-H .

Washjngton, DC 20201 — C
) Picase DO NOT RETURN this form & this address.

Vo S —

) TITLE “TDATE
| Senior Director December 16, 1999

Ronald F. Panner -
.___Worldwide Regulatory Affains
FORM FDA 3397 (sm) i M Created by Electronic Document Services USDHHS: (301) 443-2454 2

P e

1-1-6



o v stemed, NN

A RHONE-POULENC RORER COMPANY e s

: @’ Dedicated to Dermatology™

! : T I e -~

| S0ARCOLAROAD - NCA 707 RN EnT
. P.0. BOX 1200 : -

, COLLEGEVILLE. PA 19426-0107 : May 25,2000 _
! TEL. 610-454-8000 : :

Jonathan K. Wilkin, M.D., Director
Division of Dermatologic and Dental
Drug Products
P Center for Drug Evaluation and Research
' Office of Drug Evaluation V O R l Gl N AL
Co Food and Drug Administration !
9201 Corporate Boulevard ) S
Building No. 2, Second Floor, Room N115 . ST
Rockville, MD 20850 -

NDA #50-769 | Sy -
Benzamycir ————— ‘ .
(3% erythromycin and 5% benzoyl peroxide gel) : '

Safety Update Report

Dear Dr. Wilkin:

i Our New Drug Application for Benzamycin@® - - is submitted to the Food and
' Drug Administration January 26, 2000. Therefore the ‘submission of a 120 day (4
month) Safety Update Report is required on or before May 26, 2000. This letter serves
as a Safety Update Report for our Benzamycin » =~ application.

! __Please te informed that no clinical trials have been conducted with Benzamycin
i = that were not included in the original NDA submission. Therefore, there is no
additional clinical study safety information to provide at this tlme Additionally, Dermik
‘ is not aware of any other safety information that may reasnnably affect the statement of v
B contraindications, wamings, precautions, and adverse reactions included in the draft
Iabelmg submitted in our original application.

We believe this submission fully responds to the safety update requirement. If you

have any questions or requare any additional information, please contact me at (610)
454-3027. S _ i
i Sincerely yours,
; Jame! gl'ompson
- Manager
4 Worldwide Regulatory Affa:rs
‘ JPT/maf
s Enclosures
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Thi

item 19B: Financial Disclosure

s section contains financial disclosure information for the investigétors

participating in the Benzamyciry — (mfy'lhromycin 3% and benzoyl-
peroxide 5% gel) clinical studies included in this submission.

All

patients and subjects participating in clinical ‘studies included in this

application completed their studies before February 2, 1999. To the best of our

knowledge, no investigator participating in any study included in this dossier met

any of the following criteria requiring financial disclosure:

Received any compensation such as cash, stock, royalty interest, etc... which

“was dependent on favorab_le study outcome.

Has owner;hip in RPR whose value cannot be readily determined through

3

reference-to public prices. Dermik is a wholly owned subsidiary of Rhéne-

-—

Poulenc Rorer which is a wholly owned subsiqigry of Rhéne-Poulenc, a

-~

publicly traded company. Ownership of stock ih RP can, therefore, be readily

determined through reference to public pn;-i-oes.v

Has a proprietary interest in Benzamycini—-—-:——-fi'srythromycih 3% and
benzoyl peroxide 5% gel) such as patent, trademark, copyright, or licensing

agreament.

1-1-1¢



— Public Health Service Expiration Date: 33102
Food and Drug Administration

CERTIFICATION: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

_TO BE COMPLETED BY APPLICANT

With respect to all covered clinical studies (or specific clinical studies listed below (if appropriate)) submitted in
support of this application, I certify to one of the statements below as appropriate. I understand that this certification is
made in compliance with 21 CFR part 54 dnd that for the purposes of this statement, a clinical investigator includes the
spouse and each dependent child of the investigator as defined in 21 CFR 54.2(d). -

{_Please mark the applicabie checkbox. |

[T] (1) Asthe sponsor of the submitted studies, I certify that I have not entered into any financial arrangement with
the listed clinical investigators (enter names of clinjcal investigators below or attach list of names to this
form) whereby the value of compensation to the investigator could be affected by the outcome of the study as
defined in 21 CFR 54.2(a). I also certify that each listed clinical investigator required to disclose to the
sponsor whether the investigator had a proprietary interest in this product or a significant equity in the
sponsor as defined in 21 CFR 54.2(b) did not disclose any such interests, I further certify that no listed
investigator was the recipient of significant payments of other sorts as defined in 21 CFR 54.2(f).

See attached list  —

Clinical Investigators

D (2) As the applicant who is submitting a study or studies sponsored by a firm or party other than the applicant, I
certify that based on information obtained from the sponsor or from participating clinical investigators, the
listed clinical investigators (attach list of names to this form) did not participate in any financial
arrangement with the sponsor of a covered study whereby the value of compensation to the investigator for
conducting the study could be affected by the outcome of the study (as defined in 21 CFR 54.2(a)); had no
proprietary interest in this product or significant equity interest in the sponsor of the covered study (as
defined in 21 CFR 54.2(b)); and was not the recipient of significant payments of other sorts (as defined in
21 CFR 54.2(D)).

D (3) Asthe applicant who is submitting a study or studies sponsored b'yma'ﬁrm or party other than the applicant, I
certify that | have acted with due diligence to obtain from the listed ¢linical investigators (attach list of
names) or from the sponsor the information required under 54.4 and it was not possible to do so. The reason
why this information could not be obtained is attached.

NAME TITLE
Sharon Levy, M.D. Director, Clinical Research
FIRM/ORGANIZATION

Laboratories

H DATE
L S/ : _ L 20 i 2000
[
Paperwork Reduction Act Statement .
An agency may not conduct or sponsor, and & person is not required to respond to, a : .
collection of information unless it displays a currently valid OMB control aumber. Public Department of Health and Human Services
reporting burden for this collection of information is estimated to average 1 hour per Food and Drug Administration

response, including time for reviewing instructions, searching existing dats sources, 5600 Fishers Lane, Room 14C-03
gathering and maintaining the necessary data, and completing and reviewing the collection Rockville, MD 20857

of information. Send comments regarding this burden estimate or any other aspect of this

collection of information to the address to the right: -

FORM FDA 3454 (3/99) Created by Electronic Document Services/ USDHHS: (301) 443-2434 EF

. e T e e . e g e et v in e — - c———— . e -



Financial Disclosure for Benzamycin Dual Pouch (DL-6026) NDA (#50-769)

STUDY NO.

NAME (Pﬂggjgg!~or,5uhi6vae"~'tor)

DL-6026-9708

DL-6026-9709

DL-6026-9709

DL-6026-9709

DL-6026-9709 -

[ DL-6026-9709

DL-6026-9709

DL-6026-9717

DL-6026-9723

OL-6026-9723

.DL-6026-9723

DL-6026-9723

DL-A02G-9802

'DL-6026-9819

—

DISCLOSURE
OBTAINED TYP.: OF STUDY
Yes Phase |
RIPT (Patch test)
Yes Phase lll
Yes Safety & Efficacy
Yes Phase {ll
Yes '| Safety & Efficacy
Yes Phase lll
Safety & Efficacy
Yes Phase lil -
Yes Safety & Efficacy
Yes Phase Ill
Yes Safety & Efficacy
Yes Phase {II -
| Safety & Efficacy
Yes Phase |
-inv) Yes Single-dose PK
Yes
Yes
b-inv) Yes
Yes
Yes Phase lll
Safety & Efficacy
, Yes Phase lli
x4~ Yes | Safety & Efficacy
Yes Phase lll
477 Yes Safety & Efficacy
Yes
Yes Phase il
Yes Safety & Efficacy
Yes Phase |
Use Study (non-
IND) :
Yes Phase |
) Yes Use Study
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DEPARTMENT OF HEALTH AND HUMAN

SERVICES - OPDRA POSTMARKETING

PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINSTRATION SAFETY REVIEW

TO: Jonathan K. Wilkin, M.D., Director FROM: Marilyn R. Pitts, Pharm.D., OPDRA PID #
Division of Dermatologic and Dental Drug Products Safety Evaluator DDRE I(HFD-430) | D000670
HFD-540 VT e

DATE REQUESTED: : REQUESTOR/Phone #
November 7, 2000 Brenda Vaughan, MD/301-827-2022

DATE RECEIVED:
October 26, 2000

_.DRUG: Erythromycin Topical, Benzoyl . NDAJ/IND # 50-557, 50-769 SPONSOR: Dermik Labs

Peroxide + Erythromycin . - —

DRUG NAME (TRADE):
Benzamycin®

INDICATION:

3 BENZAMY CIN® Topical Gel is mdxcated for the topical treatment of acne vulgaris

EVENT: :
e Pseudomembranous Colitis or Diarrhea Associated with Benzamycin®, Erythromycin Topical
e Photosensitivity or Sunburn Reactions Associated with Benzamycin® Gel

EXECUTIVE SUMMARY:

All cases of diarrhea, colitis and photosensitivity temporally associated with topical erythromycin were reviewed. There were nine

US cases found, four of which were excluded for various reasons (oral erythomycin-3, report not legible-1). Two cases resulted in

hospitalization, two resulted in treatment with a prescnpnon drug, and none resulted in death. All others were considered non-
“erious.

There were two cases of diarrhea (1) and pseudomembranous colitis (1) temporally associated with topical erythromycin. There ~
were no cases of Benzamycin® found, and one case each of T-Stat® and Erycette®. Neither of the two cases resulted in
hespitalizatior. The pseudomembranous case was poorly documented and did not provide information on stool cultures, or if
previous oral antibiotic therapy had been used. The patient was treated with gprcscnpuon drug and was not hospitalized. The other
case reported diarrhea in a patxent with previous oral tetracycline use.

-—n

There were three cases of photosepsitivity temporally associated with topical erythromycin administration, with none of the cases
reported with-the Benzamycin® brand product. All cases were considered non-serious. Two of the cases had outcomes of “other”,
and one case did not report an outcome. Two of the three cases were confounded by the concomitant administration of mmocyclme
which is labeled for photosensmvuy -

Upon review of thie cases there does not appear to be a signal for pscudomembranous colitis, or photosensitivity with topical
erythromycin products. ¢ . —

RELEVANT PRODUCT LABELING:
Warnings ) -

.-

‘Pseudomembranous cohtxs has been reported with nearly all antibacterial agents, including erythromycin, and may range in

severity from mild to life-threatening. Therefore, it is important to consider this diagnosis in patients who present with

~ diarrhea subsequent to the ad-iinistration of antibacterial agents.

Treatment with autibacterial agents alters the normal flora of the colon and may permit overgrowth of clostridia. Studies indicate

that a toxin produced by Clostridium difficile is one primary cause of "antibiotic-associated colitis."

After the diagnosis of pseudomcmbranous colitis has been established, therapeutic measures should be initiated. Mild cases of
sseudomembranous colitis usually respond to drug discontinuation alone. In moderate to severe cases, consideration should be given
b managcmcnt with fluids and electrolytes, protein supplementation and treatment with an antibacterial drug clinically effective

against C. gifficile colitis.

Benzamycin® is not labeled for photosensitivity reactions. -

Search Date: Ncvember 3, 2000 I Search Type(5): X AERS __ SRS _ Literature ___ Other ___*DataMart




SEARCH CRITERIA:

The AERS database was searched on November 3, 2000 for cases of pseudomembranous colitis, diarrhea, and photosensitivity
temporally associated with Benzamycin®, benzagel, benzoyl peroxide + erythromycin and erythromycin adtmmstered topically,
-wutaneously and/or transdermally. The following search terms were used:

Colitis Haemorrhagic - (PT)

Colitis Pseudomembranous - (PT)
Colitis Ulcerative - (PT)

Diarrhea NOS - (PT)
Photosensitivity Conditions - (HLT)

SEARCH RESULTS:

There were nine unduplicated erythromycin casés found; five cases of dmrrhea/colms, and four cases of photosensitivity. There
were no cases found involving the combination product Benzamycin®. The cases of diarrhea/colitis and photosensitivity will be
" discussed separately.

Diarrhea/Colitis

There were five cases of diarrhea and/or colitis found. Three of the five cases were excluded because erythromycin was administered
orally, and not topically. One of the two remaxmng cases invalving pseudomembranous colitis was poorly documented. The other
case reported diarrhea in a patient with-previous tctmcyclme-assocxated diarthea. Both cases are described below.

FDA 4865300, MFR# 911041399, 1991 NY. A 19-year-old female reportedly developed pseudomembranous colitis, after
.approximately 2 months of Erycette® use. She was also on concomitant Retin A. No further informatiou was provided.

FDA 4444899, Direct Report, 1985 NY. A 34-year-old male developed diarrhea (up to 5 loose stools- daxly) approxnnately 5
months after starting topical T-Stat®. Stool cultures obtained were negative for Clostridium difficile. T-Stat® was discontinued and

. symptoms continued for 10 days after discontinuation. The patient was not hospitalized, was treated with an unspecified prescnpnon

drug and recovered. The patient had previously experienced diarrhea w1th oral tetracycline use approxmately 6 months prior to the
arrent event.

rhotosensitivy Reactions .

There were four cases of photosensitivity reactions found. One case was excluded due to illegibility of the report. The remaining
three cases were reviewed. Two of the three cases were confounded with the concomxtant use of minocycline, which is labeled for
phototoxicity. All three cases are described below

—
b

FDA 3199584 MFR# 3199584 1998 Uulmown. A male pztient in his teens used one application of topical erythromycin 2% on his
temples, cheeks and chin. The patient experienced burnir.g and irritation. The patient then went into the sunlight, and experienced
desquamation and hyperpigmentation the following day. With topical corticosteriod use, the desquamation and hyperpigmentation
cleared in 5 to 7 days. The patient had been concomitantly receiving minocycline and benzoyl peroxide, which he continued to use.
. The topical erythromycin was discontinued.

FDA 4478668 MFR# ERY-1 1985 MA¢ A female of unknown age spent 6 hours in the summer sun and expcnenced facial bhsters
while using Erycette@ There were no concomitant medications rcported.

- FDA 5453870 MFR# 1995 Unknown. A 28-year—old male concomitantly receiving Erycette® and Retin A developed a rash with
little white pimples on the chin, either side of the lips, and in the moustache area when he went out into the sun. Additionally, be had
been using minocycline and Purpose soap for eight months. The patient prophylactically used a sunscreen prior to sun exposure but

still developed the little white bumps. The patient was reported as not recovering from the reaction at the time of the report.

e e ———. e g emvn = e———— ew . e n ey —p—es v =
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DISCUSSION / CONCLUSIONS:

Tlere were iwo cases of diarrhea (1) and pseudomembranous colitis (1) temporally associated with topical erythromycin. Neither of

1e cases involved the use of Benzamycin®. One was reported with Erycette® and the other was reported with T-Stat®. The
sseudomembranous case was poorly documented and did not provide information on stool cultures, or if previous oral antibiotic
therapy had been used. The patient was treated with a prescription drug and was not hospitalized.

“There were three cases of photosensitivity temporally associated with topical erythromycin. None of the cases involved the use of

Benzamycin®. Two were reported with Erycette® and the third with 2% topical erythromycin. Two cases were confounded by the
concomitant administration of minocycline, a tetracychne labeled for phototoxxc events. The rcmammg case was poorly
documented. -

Upon review of the cases there does not appearto be a s1gnal for pscudomcmbranous colitis, or photosensxtmty with Benzamycin®

| 7{¢M ‘._7 [§rﬂmvrin weadnets. 7 *78 / 77170 /%D
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DIVISIOD Directéf. Signature / Date™ //- 7-00 Office Director Signature / Date:

cc: NDA #50-557, 50-769
HFD-540/Vaughan/Cross S
_ HFD-430/Beitz/Trontel/Karwoski/Guinn
HFLC-400/Honig
Electronic File Name: Benzamycin and Diarthea II
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 Electrenic Mail Message

Date: 4/4/00 7:42:15 AM

From: Jerry Phillips ( PHILLIPSJ )
To: Frank Cross, Jr. e { CROSSF )

Cc: Sammie Be: 2 . ( BEAMS )

Cc: Peter Honig (" HONIGP )
Subject: OPDRA Consult 00-098; Benzamycin ————

Frank: ‘ S~ _

This is an official response to a 3/20/00_consult from HFD-540 for a
tradename consult for Benzamycin —- The proposed hame Benzamycin
is already approved proprietary name and this represents a new

unit-of-use packaging (0.8 g) configuration in which Benzoyl Peroxide

and Erythromycin.are in pouches. :

—OPDRA has no objection to the use of the proprietary name ‘Benzamycin

We have also reviewed the labeling and have no comments to offer.

If you have any questions you can feel free to call me (7-3246) or
Sammie Beam (7-3161). Thanks.

Y '

\PPEARS THIS WAY
A ORIGINAL B



CONSULTATION RESPONSE
Office of Post-Marketing Drug Risk Assessment
(OPDRA; HFD-400)

DATE RECEIVED: 8/8/2000 | DUE DATE: 10/27/2000 OPDRA CONSULT #: 00-0220

T0:
Jonathan Wilkin, M.D.
Director, Division of Dermatologic and Dental Drug Products
HFD-540 . :
THROUGH:

Frank Cross
Project Manager
HFD-540

PRODUCT NAME: MANUFACTURER: Dermik Laboratories, Inc.
Benzamycin Pak
(Erythromycin 3%-Benzoyl
Peroxide 5% Topical Gel)
NDA #: 50-769

SAFETY EVALUATOR: Peter Tam, RPh.

1 OPDRA RECOMMENDATION: EE—

OPDRA has no objections to the use of the proprietary name, Benzamycin Pak. _

7 . FORNDA/ANDA WITH ACTION DATE BEYOND 90 DAYS OF THIS REVIEW
This name must be re-evaluated approximately 90 days prior to the expected approval of the NDA. A re-review of
the name prior to NDA approval will rule out any objections based upon approvals of other proprietary
names/NDA’s from the signature date of this document. A re-review request of the name should be submitted via
e-mail to “OPDRAREQUEST” with the NDA number, the proprietary name, and the goal date. OPDRA will
respond back via e-mail with the final recommendatlon

€3] FOR NDA/ANDA WITH ACTION DATE WITHIN 90 DAYS OF THIS REVIEW

OPDRA considers this a final review. However, if the approval of the' NDA is delayed beyond 90 days from the
date of this review, the name must be re-evaluated. A re-review of the name prior to NDA approval will rule out
any .abjections based upon approvals of other proprietary names/NDA's from this date forward

0 FOR PR]ORITY 6 MONTH REVIEWS
OPDRA will monitor this name until approximately 30 days before the approval of the NDA. The reviewing

division need not submit a second consult for name review. OPDRA will notify the reviewing division of any
changes in our recommeéiidation of the name based upon the approvals of other proprietary names/NDA's from this
date forward. - )

——e

’ é ‘“lwi) Mcu : j Sj | /abj/%
Rbp. )

Martin Himmel, M.D.

Jerry Philli

Associate Director for Medimtlon Error Prevention Deputy Director

Office of Post-Marketing Drug Risk Assessment Office of Post-Marketing Drug Risk Assessment
Phone: (301) 827-3242 . ’ Center for Drug Evaluation and Research

Fax: (301) 480-8173 o Food and Drug Administration




Office of Post-Marketing Drug Risk Assessment
HFD-400; Rm. 15B03
Center for Drug Evaluation and Research

PROPRIETARY NAME REVIEW

DATE OF REVIEW: 10/13/2000 -
NDA#: - 50-769
NAME OF DRUG: - Benzamycin Pak

(Erythromycin 3%-Benzoyl Peroxide 5% Topical Gel)

NDA HOLDER: Dermik Laboratories, Inc.

L INTRODUCTION:

This consult is written in response to a request from the Division of Dermatologic and Dental Drug
Products, (HFD-540) received on 8/8/2000 to review the proposed proprietary name, Benzamycin Pak.

The ‘sponsor previously submitted the proposed name, vanted to change the
modifier from- -to a new modifier “Pak”, and requested review by OPDRA. The new goal date is
10/2772000. ,

' PRODUCT INFORMATION N

——Each Benzamycin Pak pouch contains 0.8 grams of product which, as dispensed, consists of 3%
erythromycin and 5% of benzoyl peroxide. Each of these ingredients is contained in a separate chamber
within the pouch. At the time of use, the patient is instfucted fo empty the entire contents (two gels, one
clear and one white) into a small area of the palm. Careﬁx]]y blend the two gels with fingertip and apply
immediately to the affected area.

- Beh%.amycin Pak is indicated for the topical treatment of acne vulgaris. It shouid be applied twice daily,
morning and evening to affected areas after the skin is thoroughly washed, rinsed with warm water and

gently patted dry.
Benzamycin Pak will be supplied in boxes of 60 pouches. - ' -

In addition, Dermik Laboratories also currently market Benzamycin Topical Gel containing two vials in a
kit. Before dispensing, the pharmacist has to mix the erythromycin powder with 3 ml ethyl alcohol and
- benzoyl peroxide powder (in a separate vial) to form a gel. After reconstitution, the final preparation

" contains 23.3 gm of Benzamycin Topical Gel.



KIDK AMDSESSMENI:

The medication errors staff of OPDRA conducted a search of several standard published drug
product reference texts'?* as well as several FDA databases* for existing drug names which sound
alike or look alike to Benzamycin Pak to a degree where potential confusion between drug names
could occur under the usual clinical practice settings. A search of the electronic online version of the
U.S. Patent and Trademark Office’s Text and Image Database was also conducted’. An expert panel
discussion was conducted to review all findings from the searches. In addition, OPDRA conducted
three prescription analysis studies consisting of two written prescription studies (inpatient and

- outpatient) and one verbal prescription study, involving health care practitioners within FDA. This
exercise was conducted to simulate the prescription ordering process in order to evaluate potential

- errors in handwriting and verbal communication of the name.

EXPERT PANEL DISCUSSION

An Expert Panel Discussion was held by OPDRA to gather profess:onal opinions on the safety of the
proprietary name, Benzamycin Pak. Potential concerns regarding drug marketing and promotion

related to the proposed name were also discussed. This group is composed of OPDRA’s Medication "~
Errors Prevention Staff and representation from the Division of Drug Marketing and Advemsmg .
Communications (DDMAC). The group relies on théir clinical and other professional experiences and

a number of standard references when making a decision on the acceptability of a proprietary name.

1. There were no proprietary names for currently marketed U.S. products identified by the Expert Panel
that were believed to have significant look-alike and sound-alike properties. However, there are many
existing products that have a similar modifier “Pak” or “Pack” associated with the product names.
Examples are 1) Monistat Dual-Pak (Rx only), 2) Mycelex Twin Pack (Rx only), 3) Gyne-Lotnmm
Combmatlon Pack (OTC), and 4) Monistat 7 Combination Pack (OTC).

-2 DDMAC no objectlon.

-
gs THIS W
N""& ORIGINAL

* MICROMEDEX Healthcare Intranet Series, MICROMEDEX, Inc., 6200 South Syracuse Way, Suite 300, Englewood,

Colorado 80111-4740, which includes thefollowing published texts: DrugDex, Poisindex, Martindale (Parfitt K (Ed),
Martindale: The Complete Drug Reference. London: Pharmaceutical Press. Electronic version.), Emergindex, Reprodlsk,
Index Nominum, and PDR/Physxc:an s Desk Reference (Medical Economics Company Inc).
2 American Drug Index, online version, Facts and Comparisons, St. Louis, MO.

. 3 Facts and Comparisons, online version, Facts and Comparisons, St. Louis, MO.

* Drug Product Reference File [DPR), the Established Evaluation System [EES], the AMF Decision Support System [DSS],

the Labeling and Nomenclature Committee [LNC] database of Proprietary name consultation requests, and the electronic
online version of the FDA Orange Book.

> WWW location http://www.uspto.gov/tmdb/index html.

e e e o4 - - rm= - P - - -
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1. Methodology:

Studies were conducted by OPDRA and involved 90 health professionals comprised of
pharmacists, physicians, and nurses within FDA to determine the degree of confusion of
Benzamycin Pak with other drug names due to the similarity in handwriting and verbal
pronunciation of the name. Inpatient and outpatient prescriptions were written, each consisting of
known drug products and a prescription for Benzamycin Pak (see below). These prescriptions
were scanned into a computer and were then delivered to a random sample of the participating
health professionals via e-mail. In addition, the outpatient orders were recorded-on voice mail.
The voice mail messages were then sent to a random sample of the participating health
professionals for their interpretations and review. After receiving either the written or verbal
pprescription orders, the participants sent their interpretations of the orders via e-mail to the
medication error staff. :

HANDWRITTEN PRESCRIPTION VERBAL ?RESCR]PT]ON
Outpatient RX: Benzamycin Pak 1 box Outpatient: Benzamycin Pak 1 box , Use as
Sig: Used as directed directed

Inpatient RX: Benzamycin Pak used as directed
1 box

- 2. Results:

The results are md in Table 1.

- : Table I
Study |~ #of - # of Correctly Incorrectly
Participants | Responses Interpreted Interpreted
%
Written 31 18(58%) . 13 5
Outpatient
Verbal 29 15(52%) 9 6
Written 30 . 13(43%) 6 7
Inpatient | : ‘
Total 90 46(51%) 28(61%) 18(39%)
APPEARS THIS WAY
ON ORIGINAL —
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3%

D Correct
O incorrect

wmdmm T Verbal Writton Inpatient

Thirty-nine percent of participants responded with the mcorrect name. The incorrect written and
- verbal responses are summarized in Table II.

- . B Table I]
Written Qutpatient | Incorrectly Interpreted
Benzamycin (5)
Verbal Benzomycin
- _ - ‘ Benzamycin (5)

" | Written Inpatient Benzamycin (5)

Benzamycin 1 box
Benzamycin Dak

The results of the verbal prescription study indicate that nine out of fifteen respondents interpreted

Benzamycin Pak incorrectly. In the first written study, five out of eighteen respondents interpreted
{ Benzamycin Pak incorrectly. In the second written (inpatient) study, seven out of thirteen
respondents interpreted Benzamycin Pak incorrectly. This might be due to a poorly written script
in the second written study. In addition, a total of 15 respondents interpreted Benzamycin Pak as
Benzamycin. The other incorrect responses were mostly misspelled/phonetic variations of the
proposed drug name. The incorrect interpretations in all three studies of the proposeéd name did
not overlap with any existing product. P

‘ <

(L

C.  SAFETY EVALUATOR RISK ASSESSMENT ~ *

~ The Expert Panel dxd not identify any proprietary names for currently marketed U.S. products that
were believed to have significant sound-alike and look-alike qualities relative to Benzamycin Pak.

In the prescription studies, 39% of the participants responded with an incorrect name. None of
these names overlapped with any existing products. However, 15-respondents omitted the
modifier “Pak” in their name interpretation.

There is some potential confusion regarding the exact quantity to be dispensed for a Benzamycin
Pak prescription. If, for example, a prescription is written for Benzamycin gel #1, two -
possibilities for the quantlty dxspensed exist:

” 1. Benzamycin Topical Gel 23.3 gm (consists of two vials in a kit) could be dnspensed
( \ 2. A box of Benzamycin Pak consists of 60 pouches (0.8gm gach) could also be dispensed.

Since Benzamycin Pak and Benzamycin Topical Gel have identical formulation, dosage form,



same ingredients (3% erythromycin and 5% benzoyl peroxide), dosing interval, and indication,
these two products can be used interchangeably with similar patient outcome. Aside from the
potential confusion on the exact quantity dispensed, medication error due to the name confusion
between these products appears unlikely. :

In fact, from a medication error perspective, we have no significant concern. For these reasons,
we do not object to the proposed name, Benzamycin Pak.

II1. RECOMMENDATIONS:
OPDRA has no objections to the use of the proprietary name, Benzamycin Pak.’

- OPDRA would appreciate feedback of the final outcome of this consult. We would be willing to meet
with the Division for further discussion, if needed. If you have further questions or need clarifications, -
please contact Peter Tam at 301-827-3241.

Peter Tam, R:Ph.’
Safety Evaluator ..
Office of Post-Marketing Drug Risk Assessment o

T 78/ Yaulsonr, - o

Jerry Phillips; RPh.

Associate Director for Medication Error Preventlon >
~ Office of Post- Marketmg Drug Risk Assessment ‘_\_" _
4
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PR / DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
i
e (& : Food and Drug Administration
: . Rockville MD 20857

NDA 50-769
FEB 4 2000

Dermik Labs, Inc. ' _ —
Attention: Ronald F. Panner : :

Director, Worldwide Regulatory Affairs

500 Arcola Avenue

PO Box 5096

Collegeville, PA 19426 ‘ -

Dear Mr. ‘Panner:

We have received your new drug application (NDA) submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for the following:

Name of Drug Product: ;
Therapeutic Classification: Standard (S)
Date of Application:m january 26, 2000

Date of Receipt:‘ January 27, 2000

-

-~
i d

Our Reference Number: NDA 50-769

Unless we notify you within 60 days of our receipt date that the application is not sufficiently
complete to permit a substantive review, this application will be filed under section 505(b) of the
Act on March 27, 2000 in accordance with 21 CFR 314.101(a). If the application is filed, the
primary user fee goal date will be November 27, 2000 and the secondary user fee goal date will be

- January 27, 2001.

Be advised that, as of April 1, 1999, all applications for new active ingredients, new dosage
forms, new indications, new routes of administration, and new dosing regimens are required to
contain an assessment of the safety and effectiveness of the product in pediatric patients unless
this requirement is waived or deferred (63 FR 66632). If you have not already fulfilled the
requirements of 21 CFR 314.55 (or 601.27), please submit your plans for pedxatnc drug

‘ . development within 120 days from the date of this letter unless you believe a waiver is

{ ' ’ appropna*e Within approximately 120 days of receipt of your pediatric drug development plan,
we will review your plan and notify you of its adequacy.



Page 2

If you believe that this drug qualifies for a waiver of the pediatric study requirement, you should
submit a request for a waiver with supporting information and documentation in accordance with
the provisions of 21 CFR 314.55 within 60 days from the date of this letter. We will make a
determination whether to grant or-deny a request for a waiver of pediatric studies during the
review of the application. In nqic_:_g;»_e, however, will the determination be made later than the date

action is taken on the application. If a waiver is not granted, we will ask you to submit your
pediatric drug development plans within 120 days from the date of denial of the waiver.

Pediatric studies conducted under the terms of section S05SA of the Federal Food, Drug, and
Cosmetic Act may result in additional marketing exclusivity for certain products (pediatric
eexclusivity). You should refer to the Guidance for Industry on Qualifying for Pediatric
Exclusivity (available on our web site at www.fda gov/cder/pediatric) for details: If you wish to
qualify for pediatric exclusivity you should submit a "Proposed Pediatric Study Request" (PPSR)
in addition to your plans for pediatric drug development described above. We recommend that
you submit a Proposed Pediatric Study Request within 120 days from the date of this letter. If
_you are unable to meet this time frame but are interested in pediatric exclusivity, please notify the
division in writing. FDA generally will not accept studies submitted to an NDA before issuance
of a Written Request as responsive to a Written Request. Sponsors should obtain a Written
Request before submitting pediatric studies to an NDA. If you do not submit a PPSR or indicate
that you are interested in pediatric exclusivity, we will review your pediatric drug development
plan and notify you of its adequacy. Please note that satisfaction of the requirements in 21 CFR
314.55 alone may not qualify you for pediatric exclusivity. FDA does not necessarily ask a
sponsor to complete the same scope of studies to qualify for pediatric exclusivity as it does to
fulfill the requirements of the pediatric rule.

Please cite the NDA number listed above at the top of the first page of any communications -
concerning this application. All communications concerning this NDA should be addressed as

follows: ' i
. . . ri i . .. ,
FBod and Drug Administration Food and Drug Administration
Center for Drug Evaluation and Research Center for Drug Evaluation and Research
Division of Dermatologic and Dental Drug Division of Dermatologic and Dental Drug
Products, HFD-540 ' - Products, HFD-540
5600 Fishers Lane ; .- +9201:Corporate Blvd.
Rockville, Maryland 20857 . .. Rockville, Maryland 20850-3202
APPEARS THIS WAY

ON ORIGINAL
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If you have any questions, call Frank H. Cross, Jr., Project Manager, at (301) 827-2020.

Sincerely,

bk

Mary J eanuKozma-Fomaro

Supervisor, Project Management Staff

Division of Dermatologic and Dental Drug Products
Office of Drug Evaluation V

Center for Drug Evaluation and Research

cc:
Archival NDA 50-769

HFD-540/Div. Files- .
HFD-540/F. H.Cross~ -~

HFD-540/S. Walker

HFD-540/M.Okun

HFD-540/W.DeCamp

HFD-540/A.Jacobs

. DISTRICT OFFICE 3

Drafted by: smc/February 1, 2000

filename: N50769.ACK

ACKNOWLEDGEMENT (AC)

APPEARS THIS WAY
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DERMIK LABOIRRAI OKRIED, HN.

_‘_5 Dedicated 10 Dermatology™

A RHONE-POULENC RORER COMPANY

() ARCOLA ROAD
> 0. BOX 1200

VILLE, PA 19426-0107
l(:)ll: 16%554 8000 " January 26, 2000

Jonathan K. Wilkin, M.D., Director

Division of Dermatologic and
Dental Drug Products

Attention: Document Control Room

Food and Drug Administration

Park Building, Room 214

12420 Parklawn Drive

Rockville, MD 20852

@@ FORO'?0

RECD
- JAN 27 2000

- _Now Nmin _Annlicatinn Na__5§0.769

(erythromycin 3% and benozyi
peroxide 5% gel)

ORIGINAL NEW DRUG APPLICATION
Dear-Dr. Wilkin: : -

Inaccordance with 21 CFR 314.50 of the Federal Food, Drug and Cosmetic Act,
Dermik Laboratories, Inc. is submitting an original New Drug Application for
— {erythromycin 3% and benzoyl peroxide 5% gel) which

. ‘demonstrates the efficacy and safety of the product in the topical treatment of .

L9 P B AP A h ey

patients wnth acne vulgans L —_
This applncatlon contains the following sections: 1) Index 2) Draﬂ Labelmg,

3) Application Summary, 4A) Chemistry, Manufacturing and Controls, 4B)

Sample Information, 4C) Methods Validation Package, 5) Nonclinical
Pharmacology and Toxicology, 6) Human Pharmacokinetics and Bioavaitability,

-3 7) Microbiology, 8) Clinical Data, 10} Statistical, 11) Case Report Tabulations,

: 12) Case Report Forms, 13) Patent Informatlon 14) Patent Certification, 16) ~

; Debarment Certification, 17} Field Copy Certification, 18) User Fee Cover Sheet,
; 19A) Pediatric Use, and 19B) Fmancnal Disclosure. —
: Case Report form tabulations for the individual medlcal reports and case report
3 forms for patients that discontinued a study : after experiencing an adverse event
k are included in the appendices of each report which are located in ltems 8
Chmcal and 10 Statistical of this application. These documents are also
iincluded in Items 11-Case Report Tabulations and 12 Case Report Forms.
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& - Jonathan K. Wilkin, M.D.
¥ January 26, 2000
Page 2

Some information in this application is included in electronic format consisting of
SAS datasets for the pivotal clinical trials. Also included are electronic copies of
final study reports for the phase lll trials and the integrated summaries. This
information is contained on diskettes that are attached in a pocketed plastic
sleeve located after the last page in volume 1. No computer viruses were .
detected when these disks were scanned using Doctor Solomon’ s Software, LTD
Version 7.99. .
_ In accordance with the Prescription Drug Use Fee Act of 1992 a check No.
708570, in the amount of $272,282.00 was sent to the Fogd and Drug -
Administration, Pittsburgh, Pennsylvania on December 16, 1899. This
application was assigned User Fee Identification Number“38'82.

As required by Section 306(k)(1) of the Generic Drug Enforcement Act {21 .
U.S.C. 335a (k)(1)}, we hereby certify that, in connection with this application,

Dermik Laboratories, Inc. did not and will not use in any capacity the services of

any person debarred under subsections 3-6(a) or (b) of the act.

Dermik Laboratories, Inc. considers the information in this application to be
confidential and proprietary and we request that no portions thereof be disclosed
to third parties, under FOI or otherwise, without first obtaining written consent
from Dermik Laboratories, Inc.

If you have any questions or require any additional information during review of
this application, please contact me at (610) 454-3026.

. §inEer‘31'¥Scla__; S
Ronald F. Panner ,\

Senior Director
Worldwide Regulatory Affairs

Fielc Copy:

Debra L. Pagano '
Philadelphia District Pre-ApprovaI Manager
U.S. Food and Drug Administration

Room 900, U.S. Customhouse

2nd and Chestnut Streets
Philadelphia, PA 19106-2973

APPEARS THIS WAY
ON ORIGINAL
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| _TEL. ISR Fébrdéry 21, 200.0

Jonatnan K. Wilkin, M.D., Director
Division of Dermatologic and Dental
Drug Products

Center for Drug Evaluation and Research ‘ !
. Office of Drug Evaluation V

Food ana Drug Administration

€201 Corporate Boulevard ' c -

Building No. 2, Second Fioor, Room N115

Rockvyle. mD 20850

 NDA #50-769

(3% erythromycin and 5% benzyl peroxide gel)
Response to FDA Request for Information
Dear Dr. Wilkin: e

Reference is made to February 7 and Fe'bruary?l's, 2000 telephone calls Dermik
receivec from Commander Frank Cross, Jr. reguesting the submission of

- Inciuded in this submission are Dermik’s responses to Commander Cross’
requests. - '

If you have any questions or require any additional information, please contact

me at (6‘»0)’454-3027::
T Sincerely yours,
- | ‘;: ' :]",\-:\l_:\,) ;':". ?:!.;/:-V‘:' : : BRLN
James P. Thompson’
Manager S
o Worldwide Regulatory Affairs
JPT/arz -
Enclosures

—  URIGINAL



E DERMIK LABORATORIES, INC.

A RHONE-POULENC RORER COMPAN Y e
Dedicuted 10 Denmatology™ RER COMPAYY A

500 ARCOLA ROAD

P.0. BOX 1200
COLLEGEVILLE. PA 19426-0107
TEL. 610-434-8000

March 22, 2000

Jonathan K. Wilkin, M.D., Director
Division of Dermatologic and Dental
Drug Products NEW ONiRET
Center for Drug Evaluation and Research
Office of Drug Evaluation V
Food and Drug Administration %
9201 Corporate Boulevard '\r
Building No. 2, Second Floor, Room N115
“"Rockville, MD 20850

NDA #50-769
Benzamycin® .
(3% ervthromycln and 5% benle peroxide gel)

Response to FDA Request for Information
Dear Dr. Wilkin:

Reference is made to a March 21, 2000 telephone conversation I had with Senior Regulatory
Management Officer Commander Frank H. Cross Jr. concerning financial disclosure forms that
were not included in the NDA for three investigators, Momris Shelanski, M.D., Joseph Shelanski
.and Robert Donovan, M.D. Commander Cross requested the submission of copies of these
financial disclosure forms. , : ez

- Included in this submission is the requested information. Please be informed that all of the
clmlcal studxes submmed to the- Benzamyun@ —— s NDA, including the studies conducted by

; ~ were completed before
Fetruar y 2, 1999 the effective date of the regulations concemning the disclosure of financial
interests and arragg__ments of clinical investigators.

If )ou have any questions or reqmre any additional mformatlon please contact me at (610) 454-
3027. ,

Sincerely yours,

- Sovrmas P, f,\wﬂt A

James P. h'hornpson
Manager
Worldwide Regulatory Affalrs

PTlg " .' Bl \DUCATE

Enclosures
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DEPARTMENT OF HEALTH AND HUMAN SERVICES -Form Approved: OMB No 09.0-0335
FOOD AND DRUG ADMINISTRATION Expiration Dae: April 30. 2000
' See OMB Sic:ement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FORFDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION "Lf‘l%':ﬂ\ Fon Ub\*
(Tite 21. Code of Federal Regulations. 314 & 601) NDA 50-769 //("\ 0\\
APPLICATION INFORMATION | ) /f RECD
NAME OF APPLICANT - ) DATE OF SUBMISSION
Dermik Laborarories. Inc. March 23 2000
TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) \x.'-ocr (Include dre
(610) 454-3027 (610) 434-5287 0,,‘ ‘(g‘g/[
APPLICANT ADDRESS (Number. Street. Cinv. Siate, Country, 2IP Code or Mail Code. AUTHORIZED U.S. AGENT NAME & ADDRE:SW
a ] and U S. License numbcr if previously issued): ) 2ZIP Code. telephone & FAY number) IF APPLICABLE \

500 Arcola Road
P.O. Box 5096
Collegeville. PA 19426

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION \U\lBER OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) NDA 20-983

ESTABLISHED NAME (e.g.. Proper name, USP/USAN name) PROPRIETARY_NAME (trade name) IF ANY
(envthromycin and benzoy! peroxide) Benzamycin®
CHEMICAL-BIOCHEMICAL.BLOOD PRODUECT NAME {/f any) CODE NAME (Ifany)
See Origina! Appiication DL-6026
DOSAGE FORM: -STRENGTHS . ROUTE OF ADMINISTRATION:
topical gel . erythromycin 32 and benzoyl topical

peroxide 5%

-] (PROPOSED) INDICATION(S) FOR USE: Topical reatment of acne vulgaris

APPLICATION INFORMATION

APPLICATION TPE —

fchezkone) X NEW DRUG APPLICATION (21 CFR 314.50) ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)
: [ BIOLOGICS LICENSE APPLICATION (21 CFR pan 601) . _
172N-NDA. IDENTIFY THE APPROPRIATE TYPE X 505(b)(1) [J305(b)(2) O 507
IF AN ANCA. OR AADA. 'DE\TIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION——
Name of Drug Holder of Approved Application
TYPE OF SUBMISSION pLywg S
(check one) ORIGINAL APPLICATION X  AMENDMENTTO A PENDING APPLICATION [0  RestBMmissioN
O PRESUBMISSION {T]  ANNUAL REPORT [ ESTABLISHMENT DESCRIPTION SUPPLEMENT [ SUPACSUPPLEMENT
O EFFICACY SUPPLEMENT . LABELING SUPPLEMENT CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT X OTHER

« | REasON FOR suBMISsion  FDA Request for additional information.

PROPOSED MARKETING STATUS (check one) X  PRESCRIPTION PRODUCT (Rx) [] OVER THE COUNTER PRODLCT (OTC)
NUMBER OF VOLUMES SUBMITTED na . | THISAPPLICATIONIS  x "PAPER PAPER AND ELECTRONIC [ ELECTRONIC
ESTABLISHMENT INFORMATION . ‘ : ».

Provide locations of al! manufacturing. packaging and control sites tor druz substance and drug produc: (continuation sheets may be used if necessary). Include
nare..addiréss. contact, telephone number, registration number (CFN). DMF number, and manufacturing steps and or ©ype of testing (¢.g. Final dosage form,
Suabilinv testing) conducted at the site. Please indicate whether the site is readv for inspection or. if not. when it will be ready.

_See Original Application

‘Cross References (list related License Appfication, INDs. NDAs, PMAs, 510(k)s, IDEs. BMFs, and DMFs referenced in the current
application)

See Original Application

"FORM FDA 356h (7 97) Created b: Elecanic Document Senices USDHHS. (3011 +43-2454 EF
N PAGE .



